Multiple alignment conservation score was defined by us as an average sum-of-pair score (SP). For the i-th column in the alignment we define P ijk =1 for every pair A ij and A ik of elements (either nucleotides of amino acids, depending on the type of the aligned sequences) which are equal to each other and P ijk =0 otherwise. The score Si for the ith column is and the SP for the alignment is:
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The following table summarize the SP scores for multiple alignments of amino-acids SP(AA) and corresponding nucleotides sequences SP(NT) for each serotype: Table T1 . Multiple alignment average sum-of-pair score (SP) for amino acid (the first column) and nucleotide (the second column) sequences in each serotype.
A list of GenBank accession numbers for the analyzed sequences can be found in the Additional file 2).
Enrichment of DENV genes with clusters of positions with a significant conservation of folding energy signals and distribution of these clusters over different genes.
Definition of regions coding for specific DENV genes were taken from annotated reference genomes: NC_001477, NC_001474, NC_001475, NC_002640 for serotypes 1 -4 correspondingly. The genes coordinates (start, end) were than mapped to the aligned genomes.
The distribution of clusters over different DENV genes is shown in tables T1 and T2.
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